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REMARKS 

Applicants wish to thank Examiner Wilder and Examiner Zitomer for their courtesy 
extended in granting a personal interview in this case held on May 31, 2001, and for their 
kind consideration and helpfulness in reviewing the proposed new claims. Applicants have 
canceled previously pending claims 1-14 and have added new claims 15-55. Therefore 
claims 15-55 are currently pending. 

The invention 

Applicants have invented diagnostic test kits and as probes for hybridization, or for 
use as primers for determining mutations, especially deletions of relatively large stretches of 
nucleotides in genes associated with hereditary types of cancer, particularly in the BRCAl 
gene. The probes are complementary to at least one stretch of nucleotides of the target gene 
in the sense or the anti-sense direction and may be used in various detection methods, such as 
hybridization or polymerase chain reaction (PGR) methods. 

The probes may flank one or both sides of a deletion and in certain embodiments may 
comprise a fusion of two sequences adjacent to the site of a deletion of a stretch of 
nucleotides, such as for instance, between two ALU-elements of the BRCAl gene. Probes 
that detect deletions of at least a major part of any one or all of exons 13, 14, 15 andl6, or at 
least a major part of exon 22 are disclosed. 
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The probes of the invention are useful for detecting the presence of breast cancer and 
for detecting predisposition for breast cancer. In particular, the probes may be used in the 
detection of deletions that cause frame shift mutations, termination mutations or deletions of 
a stretch of nucleotides between two ALU-elements. 

Finally, the invention also provides a method for determining the presence of a 
deletion of a stretch of nucleotides derived from the BRCAl gene in a sample by contacting a 
sample with at least one probe which alone or together with a second means for detecting a 
deletion within the BRCAl gene, allowing hybridization to occur and detecting the 
hybridization product. 

The rejections based on 35 U.S.C. §112 raised in the Office Action of December 6. 2000 

In the office action of December 6, 2000 the Examiner recited several grounds of 
rejection based on 35 U.S.C. §112, second paragraph each of which is addressed below. 

At paragraph 4a of the office action, claims 1-1 1 were rejected as allegedly indefinite 
for the recitation of "a means." According to the Examiner, the term "a means" is not 
properly defined in the specification and one of ordinary skill would not recognize the scope 
of the claimed invention. 
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In response. Applicants assert that the term "a means" is in fact clearly defined in the 
specification and the skilled artisan would indeed appreciate the scope of the claims. The 
specification is replete with examples of the use of "a means" for detecting deletions of a 
stretch of nucleotides firom a BRCAl gene. For example, at page 6, lines 3-15 of the 
specification, several hybridization-based and PCR-based probes are disclosed as suitable 
means for detecting a deletion of a stretch of nucleotides fi-om a BRCAl gene in a sample. 

From these and other examples provided in the specification, the skilled artisan would 
readily appreciate these and other suitable means for detecting a deletion of a stretch of 
nucleotides firom a BRCAl gene in a sample. Therefore, Applicants believe that the term "a 
means" as applied in the claims is clear and definite, and respectfiilly requests that this 
rejection be withdrawn. 

At paragraph 4b of the office action, claims 6-12 were rejected as allegedly indefinite 
for the recitation of "anyone" of the aforegoing claims. 

In response. Applicants have cancelled claims 6-12 and added new claims 15-55, 
none of which recite the offending language. Therefore, Applicants respectfiilly request that 
this rejection be withdrawn. 

At paragraph 4c, claims 7-13 were rejected as allegedly indefinite for the recitation of 
"major part" as applied to the specified exons or sequences. According to the Examiner, the 
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term is not defined in the claim nor is a standard for ascertaining the requisite degree 
provided in the specification. Further, the Examiner states that one of ordinary skill would 
not recognize the scope of the invention. 

In response, Applicants assert that the term "major part" has its usual and customary 
meaning, i.e. more than 50% of the whole. See the only appHcable definition (2) of "major 
adf" in Meriam Webster's Ninth New Collegiate Dicfionary, 1990, Meriam Webster Inc., 
Springfield, MA, Definition 2: The adjective "major" is defined as: "greater in number, 
quantity or extent <the ~ part of his work>"(Attached as Exhibit 1). 

As applied to the present specification and claims, the usual and customary meaning 
of "major part" clearly refers to the greater part in number of nucleotides (i.e. quantity or 
extent) of the nucleotide sequence to which it refers. Therefore, Applicants assert that the 
term "major part" is clear and definite and allows the skilled artisan to recognize the scope of 
the claimed invention and respectfully requests that this rejection be withdrawn. 

At paragraph 4d of the office action, claim 8 was rejected as allegedly indefinite for 
lack of antecedent basis in the recitation "nucleotides 1396-1662." 

In response, Applicants have cancelled claim 8 and added new claims 15-55, none of 
which recite the offending language. Therefore, Applicants respectfully request that this 
rejection be withdrawn. 
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At paragraph 4e, claim 14 was rejected as allegedly indefinite for the recitation of 
"other means." According to the Examiner, the term "other means" is not defined in the 
specification or claims and it cannot be determined to what Applicant is making reference. 

In response. Applicants have cancelled claim 14 and added new claims 15-55, none of 
which recite the term "other means." Therefore, Applicants respectfiiUy request that this 
rejection be withdrawn. 

At the second paragraph labelled as 4d (sic), the Examiner alleges that claim 14 is 
confixsing in that it recites "is capable of because it cannot be determined whether "capable 
of is a property of the probe or of the said "other means." The Examiner goes on to suggest 
changing "is capable of distinguishing" to "which distinguishes." 

In response. Applicants respectfiiUy point out that claim 14 has been canceled and 
none of the new claims, 15-55 recite the "capable of language. Therefore the rejection is 
moot and should be withdrawn, which action is respectfiiUy requested. 

At paragraph 4f, claim 14 the Examiner aUeged that the recitation of "identifying the 
hybridization product" lacked proper antecedent basis because the hybridization conditions 
have not been identified and the prior steps do not indicate that hybridization has taken place. 
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Further, the Examiner stated that the term "possible" is unclear in the context of the language 
used in claim 14. 

In response, Applicants point out that claim 14 has been canceled and the 
corresponding new claim (claim 55) clearly recites the proper antecedent basis for 
"identifying the hybridization product" and nowhere incorporates the term "possible." The 
rejection is therefore moot. Applicants respectfully request that this rejection be withdrawn. 

The rejections based on 35 U.S.C. §102 raised in the Office Action of December 6, 2000 

At paragraph 6 of the office action the Examiner rejected claims 1-3 and 14 as 
allegedly being anticipated by Skolnick et al. (EP 0 699 754 Al, published on March 6, 1996) 
under the patent statutes at 35 U.S.C. §102(b). 

According to the Examiner, Skolnick et al. teach a method and kit for detecting 
predisposition to breast and ovarian cancers, wherein the diagnostic techniques include 
detection of mutational events of the BRCAl locus involving deletions, insertions and point 
mutations within the coding sequences and non-coding sequences of the genes, thereby 
anticipating the invention of claim 1. 

Further, the Examiner states that the inventions of claims 2 and 3 are anticipated by 
the Skolnick et al. teachings of a kit comprising at least one probe for hybridization, and of a 
kit comprising the necessary elements for Southem blotting, respectively. 
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Lastly, the Examiner states that the invention as recited in claim 14, drawn to a 
method for determining the presence in a sample of a nucleic acid derived from a BRCAl 
gene having an alteration, wherein said alteration is a deletion, comprising contacting said 
sample with at least one probe capable of distinguishing between BRCAl genes having the 
alteration and genes not having the alteration, allowing for hybridization between said probe 
and nucleic acid and identifying the hybridization product, according to the present 
apphcation, is anticipated by the recitation of claims 1-9 and 22 of the Skolnick et al. 
reference. 

In response. Applicants point out that claims 1-3 and 14 have been canceled and new 
claims 15-55 have been added. The new claims 15, 16 and 17 correspond to original claims 
1-3 respectively, and claim 55 corresponds to original claim 14. Each of these new claims 
recites the limitation that the deletion to be detected comprises at least a major part of any 
one or all of exons 13, 14, 15, and 16, or at least a major part of exon 22. 

Skolnick et al. relates to methods and materials used to detect a human breast and 
ovarian cancer predisposing gene (BRCAl) - See Abstract. However, the Skolnick et al. 
reference does not disclose the specific deletions of the BRCAl gene recited in claims 15-55 
of the present invention. Even more importantly, Skolnick et al. could not have detected the 
deletions that are detected by the presently claimed methods because "Such mutations are 
difficult, if not impossible, to detect by the current[ly] PCR-based approach (if their 
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occurrence or the site thereof is unknown) using genomic DNA as template, which has been 
most widely apphed to establish the current mutation spectrum of BRCAL" (present 
specification at page 5, line 32-page 6, line 2). The present specification provided the first 
disclosure of the existence and detection of the specific deletions as recited in claims 15-55. 
Therefore Skolnick et al. can not have anticipated, let alone enablingly taught, a probe for 
hybridization or the necessary elements for Southern blotting for a diagnostic kit according to 
the pending claims of the present invention. 

In summary, nowhere in the Skolnick et al. reference is there any teaching of 
deletions of at least a major part of any one or all of exons 13, 14, 15, and 16, or at least a 
major part of exon 22. Applicants therefore assert that claims 15-55 are novel over Skolnick 
et al. and respectfully request that this rejection be withdrawn. 

At paragraph 8 of the office action the Examiner rejected claims 1-5 and 11-14 as 
allegedly being anticipated by Swensen et al. (U.S. patent 6,150,514, with an effective filing 
date of April 9, 1997) under the patent statutes at 35 U.S.C. § 102(e). 

According to the Examiner, the Swensen et al. reference anticipates claim 1 in that it 
teaches a method and diagnostic kit for detecting the presence of predisposition to breast and 
ovarian cancers, whereby a means is provided for detecting a deletion of a stretch of 
nucleotides from a BRCAl gene in a sample. 
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The Examiner also asserted that claims 2 and 3 are anticipated by the teachings of 
Swensen et al. of at least one probe for hybridization and the necessary elements for Southern 
blotting. 

Further, the Examiner asserted that claims 4 and 5 are anticipated by the teachings of 
Swensen et al. of a probe comprising sequences complementary to sequences on both sides of 
the deletion in the BRCAl gene and wherein the deletion comprises one or more exons. 

Further still, the Examiner asserted that claim 1 1 is anticipated by the teachings of 
Swensen et al. of a deletion comprising a stretch of nucleotides between two ALU elements. 

Yet further, the Examiner asserted that claims 12 and 13 are anticipated by the 
teachings of Swensen et al. of probes for use in a diagnostic kit comprising a nucleic acid 
sequence which is a fusion of two ALU elements of the BRCAl gene. 

Lastly, the Examiner asserted that claim 14 is anticipated by the teachings of Swensen 
et al. of a method for determining the presence in a sample of a nucleic acid derived from the 
BRCAl gene having a deletion of a stretch of nucleotides, exactly as recited in claim 14. 

In response, Applicants point out that claims 1-5 and 11-14 have been canceled and 
new claims 15-55 have been added. The new claims 15-24 and 31-54 correspond to original 
claims 1-5 and 1 1-13, respectively. Claim 55 corresponds to original claim 14. Each of these 
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new claims recites the limitation that the deletion detected comprises at least a major part of 
any one or all of exons 13, 14, 15, and 16, or at least a major part of exon 22. 

Swensen et al. describes a 14Kb deletion, which removes the promoter region of 
BRCAl and includes exons la, lb and 2. There is no disclosure of a probe or diagnostic kit 
for detecting the presence of or predisposition for breast cancer, whereby a means is provided 
for detecting deletions comprising at least a major part of any one or all of exons 13, 14, 15, 
and 16, or at least a major part of exon 22, as recited in the pending claims. Therefore none 
of claims 15-55 are anticipated by the Swensen et al. reference. Applicants therefore 
respectfully request that this rejection be withdrawn. 

The rejection based on 35 U.S.C. §103 raised in the Office Action of December 6, 2000 

At paragraph 10 of the office action the Examiner rejected claims 1, 2 4-6 and 11-13 
as allegedly unpatentable over Puget et al. (Cancer Research, pubhshed in March, 1997) in 
view of Ahem (The Scientist, July 1995) under the patent statutes at 35 U.S.C. §103(a). 

According to the Examiner, the method for detecting predisposition to breast cancer 
of Puget et al. differs from that of the claimed invention in that Puget et al. do not teach a kit 
for practicing the method. The Examiner points to the Ahem article for the teaching that a kit 
provides convenience, time management and ease of practicing to the investigator. 
Therefore, the Examiner opines, it would have been prima facie obvious to one of ordinary 
skill in the art at the time the invention was made to have provided the method of detecting 
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predisposition to cancer as taught by Puget et ah in the form of a kit for overall convenience 
and ease of practicing as taught by Ahem. 

In response, Apphcants point out that claims 1, 2, 4-6 and 11-13 have been 
canceled and new claims 15-55 have been added. The new claims 15, 16 and 18-30 
correspond to original claims 1, 2 and 4-6, respectively. Claims 31-54 correspond to original 
claims 11-13. Each of these new claims recites the limitation that the deletion to be detected 
comprises at least a major part of any one or all of exons 13, 14, 15, and 16, or at least a 
major part of exon 22. 

Applicants assert that up until the time the present invention was made, the deletions 
of the BRCAl gene comprising at least a major part of any one or all of exons 13, 14, 15 
andl6, or at least a major part of exon 22, detected by the currently claimed kits and probes, 
using the claimed methods, had not been disclosed, and more importantly were not predicted 
by the Puget et al. or by the Ahem references. 

Thus, even if the cited references are combined, the combination falls short of the 
presently claimed invention. Therefore, Applicants respectfully request that the rejection for 
obviousness, based on the combination of Puget et al. in view of Ahem, be withdrawn. 
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Sequence Listing 

The Office Action of December 6, 2000 contained a Notice to Comply with the 
Requirements for Patent Applications Containing Nucleotide Sequences and/or Amino Acid 
Sequence Disclosures, hi response, Applicants have appended hereto an appropriately 
corrected SEQUENCE LISTING and Computer readable form (CRF). 

Formal Drawings 

The Office Action of December 6, 2000 also contained a Notice of Draftperson's 
Patent Drawing Review requiring new formal figures 1 and 3. 

Applicant will provide appropriate drawings to correct these informalities at the time 
of allowance of claims fi-om this application. 

Support for new claims 15-55 

New claims 15-55 are fully supported by the claims as originally filed and no new 
matter has been added by this amendment. 
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This Response is filed within six months of the December 6, 2000 Office Action. 
Accordingly, a Petition for a Three Month Extension of Time and the appropriate fee are filed 
concurrently herewith. 

The assignee is a small entity. Therefore, the reduced fee for the extension of time is 
being submitted herewith. 

If the Examiner has any questions relating to this Amendment or to this application in 
general, it is respectfully requested that the Examiner contact the Applicants' undersigned 
attorney at the telephone number provided below. 



HOFMANN & BARON, LLP 
6900 Jericho Tumpike 
Syosset, New York 1 1791 
(516) 822-3550 
AA 



I35164_LDOC 



Algi^Anilionis, Ph.D. 
RegWation No. 36,995 
Attorney for Applicant(s) 
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VERSION OF AMENDMENT WITH MARKINGS TO SHOW CHANGES MADE 

In the specification 

At page 5 please replace the paragraph which begins at line 9 and continues to page 6 
line 2 with the following divided paragraphs between which the heading "SUMMARY OF 
THE INVENTION" is inserted: 

- - An intriguing feature of BRCAl, and unexpected in the light of Knudson's two-hit 
inactivation theorem for tumor suppressor genes, is that somatically acquired mutations are 
extremely rare in ovarian tumors [34-38] and have in fact not yet been detected in 135 breast 
tumors [39-40]. This might indicate that inactivation of BRCAl is not selected for during 
timiorigenesis of the non-inherited form of breast cancer. BRCAl expression might be 
critical only during certain stages of tissue development, e.g., during puberty when the breast 
undergoes its final differentiation into a potential milk-producing gland [39]. However, 
others have argued that the mechanism of inactivation might be different from that seen in 
inherited cases [41]. 

Summary of the invention 

The present invention now reveals that the unusual high concentration of Alu- 

elements in the BRCAl gene intronic regions [11] favors the induction of large genomic 

deletions and inversions in a situation of increased genomic instability although other 

mechanisms leading to these mutations may also play significant roles. The present invention 
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thus provides a diagnostic test kit (and means and methods) for determining mutations, 
especially deletions of relatively large stretches of nucleotides in genes associated with 
hereditary types of cancer, in particular such mutations (deletions of relatively large stretches 
of nucleotides) in the BRCAl gene. Such mutations are difficult, if not impossible, to detect 
by the current[ly] PCR-based approach (if their occurrence or the site thereof is unknown) 
using genomic DNA as template, which has been most widely applied to establish the current 
mutation spectrum of BRCAl. - - 

Please move he section entitled "Brief description of the drawings" which extends 
from page 14 onto page 15, to follow the section entitled "Summary of the invention" and 
precede the section entitled "Detailed description of the invention" at page 8. 

In the claims 

Please cancel claims 1-14 and add new claims 15-55 as follows: 

15. (New) A diagnostic test kit for detecting the presence of or predisposition for breast 
cancer, wherein a means is provided for detecting a deletion of a stretch of 
nucleotides from a BRCAl gene in a sample, wherein said deletion comprises at least 
a major part of any one or all of exons 13, 14, 15 andl6, or at least a major part of 
exon 22. 
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16. (New) A diagnostic test kit according to claim 15, wherein the means comprises at 
least one probe for hybridization. 

17. (New) A diagnostic test kit according to claim 15, wherein the means comprises the 
necessary elements for Southern blotting. 

18. (New) A diagnostic test kit according to claim 16, wherein the probe comprises a 
sequence complementary to sequences on both sides of the deletion in the BRCAl 
gene. 

19. (New) A diagnostic test kit according to claim 17, wherein the necessary elements for 
Southem blotting comprises a probe, the probe comprising a sequence complementary 
to sequences on both sides of the deletion in the BRCAl gene. 

20. (New) A diagnostic test kit according to claim 15, wherein the deletion comprises all 
of one or more of exons 13, 14, 15, 16 or 22 of the BRCAl gene. 

21. (New) A diagnostic test kit according to claim 16, wherein the deletion comprises all 
of one or more of exons 13, 14, 15, 16 or 22 of the BRCAl gene. 

22. (New) A diagnostic test kit according to claim 17, wherein the deletion comprises all 
of one or more of exons 13, 14, 15, 16 or 22 of the BRCAl gene. 

23. (New) A diagnostic test kit according to claim 18, wherein the deletion comprises all 
of one or more of exons 13, 14, 15, 16 or 22 of the BRCAl gene. 
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24. (New) A diagnostic test kit according to claim 19, wherein the deletion comprises all 
of one or more of exons 13, 14, 15, 16 or 22 of the BRCAl gene. 

25. (New) A diagnostic test kit according to claim 15, wherein the deletion comprises a 
frame shift and/or a termination codon. 

26. (New) A diagnostic test kit according to claim 16, wherein the deletion comprises a 
frame shift and/or a termination codon. 

27. (New) A diagnostic test kit according to claim 17, wherein the deletion comprises a 
frame shift and/or a termination codon. 

28. (New) A diagnostic test kit according to claim 18, wherein the deletion comprises a 
frame shift and/or a termination codon. 

29. (New) A diagnostic test kit according to claim 19, wherein the deletion comprises a 
frame shift and/or a termination codon. 

30. (New) A diagnostic test kit according to claim 20, wherein the deletion comprises a 
frame shift and/or a termination codon. 

31. (New) A diagnostic test kit according to claim 15, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements. 

32. (New) A diagnostic test kit according to claim 16, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements, 
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33. (New) A diagnostic test kit according to claim 17, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements. 

34. (New) A diagnostic test kit according to claim 18, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements. 

35. (New) A diagnostic test kit according to claim 19, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements. 

36. (New) A diagnostic test kit according to claim 20, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements. 

37. (New) A diagnostic test kit according to claim 25, wherein the deletion comprises a 
deletion of a stretch of nucleotides between two ALU-elements. 

38. (New) A probe for use in a diagnostic test kit for detecting the presence of or 
predisposition for breast cancer, wherein a means is provided for detecting a deletion 
of a stretch of nucleotides from a BRCAl gene in a sample, and wherein the deletion 
comprises at least a major part of any one or all of exons 13, 14, 15, and 16, or at least 
a major part of exon 22; said probe comprising a nucleotide sequence which is a 
fusion of two ALU elements of the BRCAl gene. 

39. (New) A probe for use in a diagnostic test kit according to claim 38, wherein the 
means comprises at least one probe for hybridization, the probe comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 



26 



Application No. 09/445,174 
Filing Date: April 24, 2000 
Docket No. 294-78 
Page 27 of 29 

40. (New) A probe for use in a diagnostic test kit according to claim 38, wherein the 
means comprises the necessary elements for Southern blotting, comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 

41. (New) A probe for use in a diagnostic test kit according to claim 18, comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 

42. (New) A probe for use in a diagnostic test kit according to claim 19 comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 

43. (New) A probe for use in a diagnostic test kit according to claim 20 comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 

44. (New) A probe for use in a diagnostic test kit according to claim 25 comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 

45. (New) A probe for use in a diagnostic test kit according to claim 31 comprising a 
nucleotide sequence which is a fusion of two ALU elements of the BRCAl gene. 

46. (New) A probe for use in a diagnostic test kit according to claim 15, wherein the 
deletion comprises at least a major part of any one or all of exons 13, 14, 15, and 16, 
or at least a major part of exon 22 comprises, and wherein the probe is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

47. (New) A probe for use in a diagnostic test kit according to claim 16, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

27 



Application No. 09/445,174 
Filing Date: April 24, 2000 
Docket No. 294-78 
Page 28 of 29 

48. (New) A probe for use in a diagnostic test kit according to claim 1 7, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

49. (New) A probe for use in a diagnostic test kit according to claim 18, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

50. (New) A probe for use in a diagnostic test kit according to claim 19, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

5 1 . (New) A probe for use in a diagnostic test kit according to claim 20, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

52. (New) A probe for use in a diagnostic test kit according to claim 25, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

53. (New) A probe for use in a diagnostic test kit according to claim 31, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

54. (New) A probe for use in a diagnostic test kit according to claim 38, which is a fusion 
product of two sequences adjacent to the site of a deletion of a stretch of nucleotides. 

55. (New) A method of determining the presence in a sample of a nucleic acid derived 
from a BRCAl gene having a deletion of a stretch of nucleotides, comprising 
contacting said sample with at least one probe which alone or together with a second 
means for detecting said deletion of a stretch of nucleotides from a BRCAl gene, 
distinguishes between BRCAl genes having said deletion and BRCAl genes not 
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having said deletion, allowing hybridization between said probe and said nucleic acids 
to form a hybridization product and identifying the hybridization product, wherein 
said deletion comprises at least a major part of any one or all of exons 13, 14, 15, and 
16, or at least a major part of exon 22. 
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wound seriously — iSlSSn * ' '° disfigure, or 

MAIM. CRIPPLE. MUniATE. DATTEK MAMr.l p . • 

roTCi^rS^'itaTS^^ 

completeness, beauty, o^r fSctiSS^T?iR ;lS£r ""Pairing its 
that bruise d«^ep^y. t&om.T mCiilM^NcC^^^ 

Pph'oJ:'f^r^'^y^^ HP : loss of a member of 

: .the cEief part " eSST^f ^im''<Sie; are InlhL^'i^S^.i ^ ^ "IS^J 

Eipe, duct, or circuit whiJ^ " 1 " the weU-trained> 4 : a 

rSchesofa utni?y'^Urii^**5 ."^ M^^^^^^ "'^^^ <>' '"buta,? 

*nwui a</y TME. fr ol m^J.,. * Mainsail 

^XWhthUaS^ 

internal cir^hsTa£oTa Tar^ ^st coVn'l^Jr.^^ i*' «nd 
tasks concurrently * computer that can handle multiple 

'^n^li^^^'^^^ln^uisf^^^^^ - »he main part of a 

.cape or peninsula - n^lZl^XeV{?IlK^^''' sometimes from a 



"{S&tMfin^^^^^^^ '«>3) , dther Of two 

: an erect forSfVrw (/T^W) ^ ^"'l « fib»-o«s bl^h 

splendor of.5™i™ro'r&*,,?'"'*=' = b^- g'rea.n^"^ 

M3^'«S',^^;g^■'i!^lL'^^to^•^^ „ CI, ^w/ca fr. ML 

with an opaqi^agi^Jrf^lJi""' .» : ranhenware covmd 

: an Itali<£ iareof S^j^'' zf^ISi™ SiMe before firingrS 

^t'tir^:^^^J^^l^f-ffJlJ'-. L major, compar. of m^fla, 

guantity. orexteni <the ~ mttS SSas » ' k*^'*' .'""»'». 

i^T^P^iei-irf-Tn^SS'^^r""^ 

■he seventh ^nd.k^^'di^^'l^^'!'^ »'•<' ^ 

^^e!?^';>„eV..2^';';t"f!,Sn»V*^^^ 




^J.V*''^ ^ »^ mainlining 
.as heroin) mto a prindoai van 

«'^\ Wni in~K'^™{,ii^'' = "^"^ °' "> «'abl,,hS ^up; 

mvS'U.T?;;,^^ f'^> ^o^' ■■ a fo-efu. manner .2 = for .he 

■^SrS^n^Yr^Si-rh^b;,-^"'^ " = " '"ip-, principal 

" = «•■« PH-apal sku on ,he 

■^riiSl^in^d'SSlirJd"^ " = ^ '^f^ 'h« nu,i„„u j, 

Z^'fh'J'chiV o'^'n,^'""?? !° » 

or cause ' '"^^s* powerful motive, agent, 

'f5|^^u^u''\o\hef5t^f\i,efo^ '"^n'op 
niaJn stem n f 18171 -a t«l r . 2 : a chief support 

'^Syn%%'^).2^:4''^»-''.^'^' or direcUon 
^^"h'<;?l'^,a|jr' •<' P'»«(»a'>«"dicapped child) 

or environment chirMlS^ljr * t"^",' "? b = a placa 

in an existing stSe (m rf^!^, Jr"- '""<'] (14c) 1 : to keep 

failure or dilfne <i"mlSSS^> ' P"=«"<= '"^ 

danger .• uphold and dJIfeSd i;.i',f^'?'V! . oPPwitio" or 



danger .• uphold and iii',?ol"f "VI oPPwition or 

vere m : carry on. keeTiS. <coSldS? ~ L LL" or perae- 

tion; ASERTsugiSu^SSiMtiM to orconvic- 

^•«»;JSl'ihF W the main: 

■^SliSSf^ \msn.^i^^.. , {,5c, , . ^ „„, 

? i*"' yard of a mainsail 



■nalxe \ maz\ n [Sp maiz. fr. Taino mo*") (i jjs, ; indiancorn <'~.~rff ..—t." ■ 'o "use to happen to or be ext>en,~»H hv son*": 



thaVis'su^irior in ranlT'im^^ll/^ ^^^'^^^'^ majority 2 a : one 
power of tVe oil h • ""P*^rtance, size, or performance (economic 

5^ « commfsstneJ officer'i^t*^^^ "^-y^ ^"^^^ 

ing above a captain and Slow a lfi^Z;fi, m&nnc corps rank- 

academic study chosS? as a n*JJo^^^ t "^asubjectof 

cialmng in sucS a fiS?<he is f historv^^s^/'^" > ' ,^ 

another speaKs. makes arrangements, or takes charge for 

"^^^rt^eiS'niF'^llr ^'-^V ^^^^^^ majorette 2 
(1^2??"^ ^„«if^^^^^ ^^.'mil adj., general] 

who ranks above a briBaHitr^Zl^ill ^"^^ mannc corps 

=ril^ 

^•i; S'U^g^i^^'e^-^i'JY^^^ S ^' ^*e?2) I OA, : the quality or 
corded b : thf^t^ of Ji^^ K**' ^"11 "Shts are ac 

ber greater tlSS, Kjfof aTor^*'*'h^*^^"^"*** *«*^ ^ * = » ""^ 
remainder of^eTxal • iA^oiN c ^^^hi^ °' ^ '"^j^"*^ ^'^'^ 
share 4: the arouo i/rvJiilj? f *^ * P^'eponderant quant ty or 
: (he military o^^^aSk'S i^J^^ ^-^'^ prepolideratJ 5 

majority lca& « (fw) * f 'f^K^ °' ^ "^^i""' ~ minority <w// 

body (is the ui/Senatej °^ **** majonty party in a legislative 

'^Si°1:on«itut"ed by^fifiv^ Principle oroviding that a majofi^ 

have the pwwerto make dS5^^ °^ organized group wiU 

major league n 0^6) ^^'^ons bmding upon the whole 
prWiXl basetSr fcrirf/^. f?"* °' "l***"^* classification in VS 
various spirts^ -BIG -fSSf^ ' * °' '"^-'^^ importance in any of 

^ o'rSSl*^hlt^irreiIc2i;ir,^fv' '^^S*^^-*" Catholic or Eastern dcrf- 
that impli« mSior r^lfi^o?.^^ ^""^ « '^'^ character 

used in S:rco'n^;e&5R° E^^ -'-"^ ««»>acy) - usU. 

d'4^%?S;^i^L^?°>^„%^"^^^^^ having electoral strength sufl^ 

reguIaritVSid wh«i^i«t^^^^^^ °' * government usu. with coi^paratiw 
thS party in^wer constitute the principal opposition to 

mj^r^ty „ (ca. 1936) : a 5-minute suspension of a player In kc 
mjjorpremise « (1 860) : the premise of a syllogism containing the 

'^Sh'S^'^Ss ;/l^.^VcSi&d'?h^'**i"^-^'-^^ ^ S 

major ordis «>»cge and theological training required foT 

'^V^JS^" b'.'^f2^^S''" °' ^'^^^^^ °' coring vl* - 

^^^cluiion^^ ^ • constituting the predicate 

'•J (1727) : a large letter (as a capital) — ma-jn***- • 
capable of being made'/- 

.Sew (14c): POET 

;E mafcen. fr. OE 



;'dim. of mak 



^ waste) d : to fit, intend, oi 
Xi^iaiie to be an actor) 3 ■ : to 
^ altering materia] : fashion < 
^Vdses) c : to lay out and consi 
mulatein the mind plans) 
f.'OOKSTTTVTE <houses made of stt 
iie' b : to, form and hold in the 
:k»feimble and set alight the ma to 
Htels) ' c : ' PREPARE. FIX dinni 
j^h^aiation for dealing 8 : to ' 
^^tonng 9 ' s : to cause to be or 
'^fbStn <jnadt him Inshop) 10 \ 
■■^jtecute in an appropriate mannei 
il- . a due/ly dial : shut <the do> 
1''-t6 cause (an electric circuit) to 
to'.the nature or meaning of som 
actions) b : to regard as being < 
..cifry out (an action indicated or 
'speech) b : to t>crform with a I 
tc4e> c : to achieve by traversii 
14- .a : to produce as a result of : 
^WHpomething a mess of the jo 
. %vhaic : to turn into another Ian 
'^ict in a certain way ; compel 
'i^nire the success or prosperity o 
17 a : to amount to in signific 
,the essential being of <clot 
' fta^embling of individuals a q 
■ ^^tbtrd time ne*s said it) 18 a : ti 
g&iOuQned into <rags the best p 
•Vfitjc judge) c: form 5b 19 t 
•^yoU'lr never ~ it that far) b : i 
, pgaitt a place on or in the team 
^Stin (as money) by working, tra 
IS to ad so as to win or aoquii 
"Jpoihtis) in a game or sport c 
: 3»wling '22 a : to fulfill (a co 
/^ck with (a card) 23 • : to in 
-York on the retui-n trip) b : cat 
;.. i^to persuade to consent to sexu 

f-^t the most enjoyable or satisf> 
show really made our day) 
BEHAVE. ACT b: to begin or s< 
Jgg^gh to hand it to me) c : tc 
' lE?"y^ ^ ^f^g ' to play a part 
nEAD imade after the fox) (.made 
. thletght or size <the tide is makin 
. certain direction 6 : to have wc 



\»fer driving) 7 : 
;ji^bcautifuiry) ' 



to undergo m. 



<m^;7S'go) 2 T- io'SIfs^Vhlni^ /° to'TSn"'(M"ac2flg3 
one <marfltrouble for Si? b^ S^^^^f^Z expericnced by sogj 
H<^ a disturban^S"^^ ^o f'^Xt^Vu ^^^^^^^^^^ 



ATE< 



WAKE. FORM. SHAPE. FASHIC 
"mean to cause to come into bdn] 
C- ici 25 whether by an intelligent agi 
- ' ■R^*^^*' immaterial existence; f 
JJjwe, or design in the thing pn 
. vTorm upon some material; pashu 
i! 42 mgoauity; fabricate suggests 
t- 71?**;<«'a* implies an ingenious in 
E'-iiB^ miplies making repeatedly 
' • • PORGEimphes a making 

1^ effort. 

^r^^m a face : to distort one's 
of a molehill: to treat a 
^imake away with 1 : to carry i 
iSSi^ii CONSUME. EAT — make fc 
^^TSr^ DARE — make book : 
^L'be aitrants in a race or conte 
^s,*^th the means at hand — mi 
^|^>ate to one's needs — make i 
^ amusement or laught 
«»2IS5u complete: as 

?:^^W)g*NiFY <make good the loss) 
promise) <made good th 
CrfiSirsc) 2 : to prove to be capa: 
gsepf offered opportunity ( 
ne*d 1 : to make progress 
^ '§:r^'5*olt 3: to build up pre 
^ Si? «»coessful <trying to ma 
^^aKghcr —Joe Kane) 2: to ha 
4 ■^^H'^^L?* ^ account - 

' VtriSL!^ \'. to «8«8e m sex 
„■ as of importance 2 : v 

|*ga consideration — make no boo 
ST^HlrLSlC? <^ka no bones abou- 
"-i^pQblic: DISCLOSE— makes 
io«t on a voyage — make spc 
measure up to some s 
•• toiS: * 'how or use to the be 
^yr^cwesent at or participate ii 
^^tolSli™? ' t«vel fast 2 : 
w^gSS^ ^mng favor <trying to n 
feSiS^ 1 ^ to proceed at a walk 
^y: FLEE — make use of : top 

SlSLl?!" • LEAK 2 : URINATE — 

«c — make way Irtogivi 
* • to make progress — c 
i^imff*- ^ J"*h the 
Jtg*« « (Uc) 1 a : the manm 
^^'b: BRAND4a 2: the pi 
IPpraon <men of his are ran 
r T^y ^oag b : the actual yie 
;pen^ : output 4 : the dech 
5 : the closing 6r complet 
'ung cards; aho : turn to 



